Abstract: Apolipoprotein E (ApoE) is a protein playing a pivotal role in lipid homeostasis since it regulates cholesterol, triglyceride and phospholipid metabolism in the blood and the brain. APOE gene regulates the expression of this protein and has three different alleles: ε2, ε3 and ε4. Carrying an APOE4 allele is recognised as a genetic risk factor of late-onset Alzheimer's disease (LOAD) and coronary heart disease (CHD). Consuming fatty fish, rich in long chain omega-3 fatty acids (LC omega-3), seems to be associated with risk reduction of developing LOAD and CHD but this link seems not to hold in APOE4 carriers, at least in LOAD. In CHD trials, APOE4 carriers supplemented with LC omega-3 were categorized as differential responders to the treatment with regards to CHD risk markers. This is potentially because fatty acid metabolism is disturbed in APOE4 carriers compared to the non-carriers. More specifically, homeostasis of LC omega-3 is disrupted in carriers of APOE4 allele and this is potentially because they β-oxidize more LC omega-3 than the non-carriers. Therefore, there is a potential shift in fatty acid selection for β-oxidation towards LC omega-3 which are usually highly preserved for incorporation into cell membranes.
Introduction
Apolipoprotein E (ApoE) is a 34 kDa protein with 299 amino acids and it was first identified as a component of triglycerides-rich lipoproteins. ApoE is located at the surface of chylomicrons, high density lipoproteins (HDL), intermediate density lipoproteins (IDL) and very low density lipoproteins (VLDL). Production of the ApoE protein is controlled by the APOE gene, for which three different alleles are recognized: ε2, ε3 and ε4 [1] . Therefore, there are three homozygous (APOE2/2, APOE3/3 and APOE4/4) and three heterozygous (APOE2/3, APOE2/4 and APOE3/4) polymorphisms of the APOE gene and the frequency of these polymorphisms vary greatly between populations [2, 3] . In North America, those descending from the Europeans had an allele frequency as follows: APOE2: 7%-14%, APOE3: 74%-81% and APOE4: 11%-17% [2, 3] . Expression of the ApoE protein isoforms differs by two amino acid substitutions at position 112 and/or 158. APOE2 has a cysteine at both positions, APOE3 has a cysteine-112 and an arginine-158 and APOE4 has an arginine at both positions [1, 4] .
ApoE plays a pivotal role in lipid homeostasis. It regulates cholesterol, triglyceride and phospholipid transport and metabolism via interactions with receptors of the LDL family (LDLr) [5] . ApoE plays a critical role on cholesterol catabolism when bounded to HDL via the cholesterol reverse transport system [5] . ApoE production occurs primarily in the liver and the brain and to a lesser extent, in macrophages [6, 7] . ApoE within the brain plays a critical role in cholesterol and phospholipid transport to neurons. This process is likely mediated by activation of LDLr, which are highly expressed and distributed in neurons. ApoE does not cross the blood brain barrier [8] , suggesting that there is no exchange between brain ApoE and ApoE within lipoproteins and other organs. Therefore, the brain seems to have its own pool of ApoE generated primarily by glial cells, in particular astrocytes which are also the main regulators of ApoE production [9] .
Homozygous carriers of APOE4 have a 15-fold increased risk of late-onset Alzheimer's disease (LOAD) as compared to the non-carriers [10, 11] . It is unclear how APOE4 modulates LOAD pathology but neuropathological changes associated with LOAD such as β-amyloid (Aβ) plaque deposition occur as early as 30 years of age in APOE4 carriers [12] . Rate of brain atrophy in APOE4 carriers is accelerated compared to the non-carriers [13] [14] [15] , potentially because APOE4 carriers have poor brain protection and poor brain repair mechanisms making this population more vulnerable to brain volume loss at a younger age [16, 17] . The cognitive deficits, mostly on measures of delayed recall and spatial attention [18, 19] , are not confined to older APOE4 adults [20, 21] and may also occur as early as midlife (35) (36) (37) (38) (39) (40) years old), a decade or more before the onset of LOAD symptoms [22] . There is, therefore, a large window of action for environmental risk factors to modulate the clinical manifestation of LOAD.
APOE4 allele is also associated with an increased risk of developing cardiovascular-related complications. According to a meta-analysis published by Song et al. [23] in 2004, carrying at least one ε4 allele of APOE is associated with a 42% increased risk of developing coronary heart disease (CHD). On the other hand, one study reported that after controlling for LDL and HDL cholesterol, CHD risk was not associated with APOE genotype [24] . This suggests that increased CHD risk in APOE4 carriers seems to be attributed to disturbances in lipid homeostasis and most notably with regards to TG, cholesterol and LDL metabolism. This review will focus on the current evidence on disturbed fatty acid metabolism in APOE4 carriers and whether this can contribute to their higher risk of developing cognitive decline and cardiovascular-related complications.
Fatty Acids Composition of the Human Brain and Heart
The brain is concentrated in long chain omega-3 fatty acids (LC omega-3), and more specifically in docosahexaenoic acid (DHA) which is a key molecule in neurotransmission, membrane repair and fluidity, cell signaling, initiation of anti-inflammatory processes and gene expression [25] [26] [27] [28] . DHA is mainly obtained through fatty fish intake, which is positively correlated with higher plasma or erythrocyte DHA concentration [29, 30] . In humans, synthesis of DHA from alpha-linolenic acid (ALA) is possible, albeit with a conversion rate less than 0.5% [31] . In animals, it appears that the brain may be able to synthesize limited amounts of DHA from ALA and EPA [32] . DHA consumption is thought to be protective against LOAD in animals via at least 12 neuroprotective effects, including limitation of the production and deposition of Aβ protein in the brain [33, 34] . Hence, DHA appears to play pleiotropic effects on the central nervous system that may be protective against age-related and/or APOE4-related cognitive decline.
To our knowledge, fatty acid composition of the human heart has been analysed in at least three studies [35] [36] [37] . In the first study, fatty acid profiles were analysed in the phospholipid classes of the heart [35] whereas in the two others, fatty acid profiles were reported in total phospholipids. In the most recent study, participants were recruited on the basis of their low LC omega-3 consumption (<1 fish meal/week) [36] . In total phospholipids of the right atrial, total LC omega-3 and LC omega-6 fatty acids represented 30.3% of the total fatty acid content, with arachidonic acid being the most concentrated LC omega-6 and DHA the most concentrated LC omega-3 (20.8% and 4.8% of total fatty acids, respectively) [36] . Hence, even in the context of minimal DHA consumption, heart phospholipids appear to retain DHA. When participants were supplemented with 6 g/day EPA + DHA over 7, 14 or 21 days, EPA + DHA in the phospholipids were correlated with the duration of the supplementation and arachidonic acid content was inversely correlated with the duration of the supplementation. Despite similar DHA content in the erythrocyte of the control vs. the supplemented group, the latter had higher levels of DHA in heart phospholipids [36] . Hence, DHA is highly concentrated in the brain and the heart and modifying its turnover and kinetics could well be involved in the risk of developing LOAD and CHD.
LC Omega-3, Cognition and APOE4
The strongest evidence for a link between fish consumption and/or LC omega-3 intake and cognition stems from prospective epidemiological studies. At least ten such studies support the notion that higher fish intake is associated with lower risks of cognitive decline and LOAD [38] [39] [40] [41] [42] [43] [44] [45] [46] [47] [48] . Moreover, high erythrocyte LC omega-3 levels appear to be associated with better cognitive function in later life [49] along with a lower risk of cognitive decline [50] [51] [52] [53] [54] . Using a lipidomic approach, a recent paper reported a set of ten blood lipids associated to conversion to mild cognitive impairment [55] supporting that lipids can be important biomarkers of cognitive status. When adding APOE4 allele as a covariate in the statistical model, it was not statistically significant suggesting that the lipid biomarker panel was the same between carriers and non-carriers [55] . However, fish consumption in middle-aged individuals [41] has been associated with less occurrence of cognitive impairment later in life. The credibility of this association was strengthened by the publication of evidence that plasma DHA in the highest tertile is associated with a 65% reduced odds of all-caused dementia and that daily LC omega-3 supplement consumption was independently associated with a reduced risk of cognitive decline [56, 57] . Despite general agreement amongst prospective epidemiological studies on the link between high fish intake and lower risk of cognitive decline, two prospective studies have reported that APOE4 carriers do not appear to be protected against dementia by a high fish-containing diet [39, 42] . Moreover, in the most recent placebo-controlled study in LOAD patients [58] , only those not carrying APOE4 and consuming the DHA-treatment had a decreased rate of cognitive change as compared to the placebo group. One potential confounding factor of this lack of association is an imbalance in the metabolism of LC omega-3 in APOE4 carriers since LC omega-3 concentration in erythrocytes is not correlated with better cognitive scores in both young (11-year-old) and older participants (65-year-old) carrying APOE4 [59] contrary to non-carriers. Hence, from epidemiological studies, it seems that individuals at higher risks of LOAD are those with less potential benefits from LC omega-3.
Prospective Studies on APOE4 and CHD
A meta-analysis on 37 retrospective and 11 prospective epidemiological studies with 15,492 cases of CHD and 32,965 controls reported that CHD odd ratio (OR) was 1.42 (1.26-1.61) in APOE4 carriers compared to homozygous carriers of APOE3 [23] . Although the statistics were strong, results from these 48 studies were highly heterogeneous, with OR for CHD ranging from 0.68 [60] to 4.1 [61] for APOE4 carriers. This is potentially explained by the inclusion/exclusion criterion of each study differing by age, diet and gender. A recent epidemiological study reported that in the older persons, the association between APOE allele and CHD seems inconsistent, even though APOE alleles clearly influence plasma LDL-C and may be linked to atherosclerosis [62] .
When using stroke as the main outcome, a meta-analysis with 9027 cases of ischemic strokes and 61,730 controls showed that APOE3/4 and APOE4/4 carriers had higher OR for ischemic stroke and higher plasma levels of LDL-C compared with the non-carriers [63] . Hence, the authors hypothesised that higher risk of stroke could be mainly mediated by higher LDL-C levels in APOE4 carriers [63] .
LC Omega-3, CHD and APOE4
Consumption of LC omega-3 is associated with a reduced risk of CHD in the general population [64] [65] [66] . In one study, there was a 14% lower risk of heart failure in participants consuming the highest quartile of LC omega-3 compared to the lowest quartile [64] . Higher fish and/or LC omega-3 intake were also associated with lower risk of cardiac sudden death and/or acute myocardial infarction [66, 67] .
To the best of our knowledge, there is no published prospective study that stratified by APOE allele to evaluate whether LC omega-3 consumption lowers the risk of CHD. It is increasingly recognized that LC omega-3 homeostasis changes with age [68, 69] but also that there are interactions between age and APOE allele on fasting and postprandial lipid levels [70] . Moreover, LC omega-3 in the plasma is associated with the concentration of plasma lipoproteins in an APOE allele dependant manner [71] .
Hence, defining whether higher risk of CHD in APOE4 carriers could be partly mediated by deregulation of LC omega-3 homeostasis is needed.
Clinical Trials with Dietary Interventions

Dietary Interventions with LC Omega-3 and Cognition
It can be argued that, since high DHA levels in the blood are linked with better cognition, individuals with cognitive decline would benefit from a DHA supplement, which would contribute in delaying the progression of such decline [72] [73] [74] [75] [76] [77] [78] . However, only the individuals with the mildest decline of cognition appear to benefit from an LC omega-3 intake compared with placebo [72, 73, 78] . Therefore, LC omega-3 are not therapeutically effective once LOAD is in more advanced stages but are rather molecules that contribute to the prevention of cognitive decline. Indeed, other studies in healthy adults and elderly show that LC omega-3 intake and/or higher LC omega-3 distribution in blood lipids tend towards better cognitive performance in verbal fluency, visuospatial skills and visual acuity. Increased plasma DHA levels have also been associated with a slower decline in working memory in APOE4 carriers only [79] while DHA intake improved attention scores in healthy elderly individuals carrying APOE4 [80] as compared with placebo. Hence, APOE4 carriers may benefit from an adequate duration and dose of LC omega-3 supplement. There is therefore a need for studying the kinetics of DHA in APOE4 carriers compared with the non-carriers.
Dietary Interventions with LC Omega-3 and CHD
Since higher plasma levels and/or intake of LC omega-3 are associated with lower risk of CHD in humans [64] [65] [66] 81] , taking a LC omega-3 supplement should therefore lower the risk of CHD. However, results from dietary intervention trials have been inconsistent [82, 83] . The first trials analysing this hypothesis reported benefits on primary [84, 85] or secondary [86, 87] prevention of CHD events in the ones consuming a LC omega-3 supplement compared to no supplement [84] [85] [86] or compared to a placebo [87] . Moreover, a meta-analysis conducted in 2013 on 11 randomized, double-blind, placebo controlled trials reported similar results [88] . However, other recent studies reported that LC omega-3 supplementation brings no benefit to cardiovascular outcomes [89] [90] [91] . Nonetheless, it is important to note that the design, dose of LC omega-3, duration of follow-up and use of concomitant lipid lowering medications are potentially confounders bringing heterogeneity in the outcome measure of these studies. Therefore, the impact of consuming LC omega-3 on reducing the risk of CHD remains to date controversial and limit the use of LC omega-3 in the clinic.
With regards to the APOE4 allele, none of the aforementioned studies evaluated whether APOE allele changes the outcome. From our Pubmed screening, there was no study evaluating whether intake of LC omega-3 was effective in preventing CHD in carriers of APOE4 allele. There are, however, studies that evaluated levels of cardiovascular risk markers with regards to APOE allele and diet [70, [92] [93] [94] . In one of these studies, the participants were supplemented with 3.7 g/day of DHA and 0.6 g/day of EPA for four weeks. There was an increased in total cholesterol and LDL-C in APOE4 carriers and this was mainly attributed to DHA [94] . These results support that, in APOE4 carriers, high doses of DHA may negate at some point the benefits of DHA in preventing CHD [94] . This study also support that metabolism of fatty acid in this population is misunderstood and deserve more attention for better prevention and treatment therapies. Adding to this observation, APOE4 carriers older than 50 years old had higher postprandial TG levels compared to the non-carriers when they were challenged with two tests meals [70] . Another study reported that APOE4 carriers have higher plasma levels of fasting TG and C-reactive protein in response to a sequential dietary intervention consisting of an eight-week low fat diet followed by eight weeks of high saturated fat diet to which a supplement of 3.45 g/day of DHA was added for the final eight weeks [92] . Hence, lipid metabolism seems to be disturbed in APOE4 carriers and this could contribute to their higher risk of developing CHD.
Fatty Acid Metabolism in APOE4 Carriers
Our recent findings have shown that, after consuming a diet containing 1.1 g/day of DHA for six weeks, the rise in DHA level was 60% lower in plasma TG of APOE4 carriers as compared to the non-carriers [95] . We, thereafter, investigated the kinetics of DHA using a single oral dose of 40 mg of uniformly carbon-13-labeled DHA ( 13 C-DHA) before and during the last month of a LC omega-3 supplementation in carriers and non-carriers of APOE4. Before supplementation, mean concentration of 13 C-DHA was 31% lower in plasma total lipids of APOE4 carriers compared to non-carriers during the 28-day post tracer intake [96] . These results are in line with our previously published results [95] and support transient lower DHA incorporation in plasma total lipids in APOE4 carriers prior to LC omega-3 supplementation. Before supplementation, cumulative β-oxidation 1-day to 28-day post tracer intake was higher in APOE4 carriers compared to the non-carriers [96] . While on the supplement, β-oxidation of 13 C-DHA was 41%-70% lower in APOE4 carriers 1 h-8 h post tracer intake compared to the non-carriers but these numbers need to be validated since there were only four carriers of APOE4 [68] . Despite this low number, we can speculate that (1) intake of high doses of LC omega-3 in APOE4 carriers does not increase degradation through β-oxidation which is opposed to what we reported in the non-carriers [97] , (2) DHA kinetics appear to be rebalanced in APOE4 carriers, at least for β-oxidation, supporting that an appropriate dose and duration of LC omega-3 could benefit this population. More recently, we determined the fatty acid profile in fasted and postprandial lipoproteins within three triacylglycerol-rich lipoprotein (TRL) fractions: Sf > 400 (predominately chylomicron), Sf 60-400 (very low density lipoprotein 1, VLDL1), and Sf 20-60 (VLDL2) according to APOE genotype [98] . These analyses were performed in participants fed a high-fat, high saturated fat diet +3.45 g/day of docosahexaenoic acid (DHA) for eight weeks. We found that APOE4 carriers with low EPA-or DHA-status at fasting were potentially the ones having the most disrupted LC omega-3 metabolism after receiving a DHA supplement because EPA relative % at 5 h compared to 0 h (∆) was significantly reduced in APOE4 carriers from the low-EPA or -DHA group in the Sf > 400 fraction [98] . We also investigated the distribution of fatty acids within the high and low density lipoproteins (HDL and LDL) according to APOE genotype over a 28 days supplementation with LC omega-3 [99] . At baseline, the n-6/n-3 PUFA ratio in LDL was 17% higher in APOE4 carriers than non-carriers, but not in HDL. Linoleic acid in HDL was higher in APOE4 carriers than non-carriers, whereas palmitic acid in HDL and LDL and palmitoleic acid in LDL were lower in the carriers than the non-carriers over the 28 days supplementation [99] .
Hence, in humans, there is increasing evidences supporting that fatty acid homeostasis is disturbed in APOE4 carriers compared to the non-carriers. Difference in fatty acid distribution in the lipoprotein is potentially associated with the lower blood ApoE concentration reported in APOE4 carriers than the non-carriers [100] . Moreover, APOE4 binds preferentially to VLDL and less to HDL when compared to APOE3 [100] . This explanation seems more valid than the one of higher affinity for LDLr since both isoforms bind to the LDLr with high affinity [101] . These mechanisms could have crucial implications on fatty acid uptake by hepatic cells, notably DHA, explaining why β-oxidation of DHA differs between carriers and non-carriers of APOE4 [96] .
Since uptake of LC omega-3 by organs was not possible to investigate in humans, we used transgenic mice knock-in for human APOE4.
Animal Studies
Animal models are useful tools to investigate mechanisms responsible for the link between DHA intake and neuroprotection. APOE4 mice have memory decline similar to that reported in humans [102, 103] ; these declines are age-dependent [104] and deficits are concomitant with hippocampal and amygdala dysfunctions [105, 106] . ApoE-containing particles act as ligands for LDL-receptor family members and play critical roles in maintaining brain lipid homeostasis and associated synaptic and neuronal integrity [5, [107] [108] [109] . Recent evidences support that BBB permeability is higher in APOE4-knock-in mice than in APOE3 knock-in mice [106, 107] . One of the best methodological approach to assess brain uptake and permeability of DHA is in situ intracerebral perfusion adapted for the mouse [110, 111] because DHA is directly infused into the carotid artery [110, 111] and thus bypasses the peripheral blood circulation. This technique can assess whether imbalances in LC omega-3 metabolism that occur during aging and in APOE4 carriers is leading to dysfunctional uptake of DHA by the brain. We recently tested this hypothesis in 4-month-old mice and in 13-month-old mice homozygous for APOE4, APOE3 or APOE2 allele [112] . At 4 months and 13 months of age, 14 C-DHA brain uptake was 18% and 24% lower in mice carrying the APOE4 genotype compared to mice carrying APOE2 genotype. In plasma total lipids, there was no genotype effect for DHA in the 4-month-old mice, whereas, in the 13-month-old mice, APOE4 mice had 34% higher % DHA compared to APOE2 mice. In frontal cortex, % DHA was lower in 13-month-old mice compared to 4-month-old mice with the same genotype. Moreover, at 13 months, APOE4 mice had 9% lower % DHA than APOE2 mice. As reported in humans [113] , ApoE protein levels in APOE4 mice of 4 and 13 months were significantly lower compared to other APOE genotype. APOE2 mice aged 13 months had significantly higher ApoE protein levels compared to both 4-month-old mice and 13-month-old APOE4 mice [112] . In the same mouse model, we sought to determine if APOE genotype modulates expression of key fatty acid handling proteins, thereby disrupting transport and uptake of fatty acids by the liver and the adipose tissue. LC omega-3, alpha-linolenic acid and DHA concentrations in the adipose tissue and the liver of APOE4 mice were significantly lower than the APOE3 mice. However, the fatty acid transport proteins of the adipose tissue and the liver (i.e., FATP1 and FATP5), together with the liver fatty acid binding protein FABP1, were higher in APOE4 carriers, suggesting higher capacity for fatty acid uptake by the cells [114] . This disconnect between the level of fatty acids in the tissues and the plasma and their capacity for uptake support that FATPs and FABPs cellular regulations are modulated by APOE genotype. Moreover, carnitine palmitoyltransferase 1 (CPT1) levels were ~25% higher in APOE4 mice suggesting higher capacity for fatty acid to enter mitochondria for β-oxidation since this is the rate limiting-enzyme of this metabolic pathway [114] .
Altogether, these results support our hypothesis that the expression of APOE4 leads to important modifications and imbalances in the metabolism and the kinetics of LC omega-3 in APOE4 carriers.
Overlap between Cognitive Decline, Load and CHD
LOAD and vascular dementia, the second most frequent type of dementia, were originally distinguished on the basis that vascular pathology was not the main underlying culprit of most dementia [115] . On the other hand, there is increasing evidence suggesting that LOAD may have a more important vascular component than originally thought [115] . Indeed, patients with LOAD often present reduced cerebral blood flow [116] together with white matter abnormality, microvascular degeneration and other vascular pathology [117] . Moreover, risk factors for both LOAD and CHD are strikingly similar since more than a third of LOAD cases worldwide may be attributable to seven modifiable risk factors [118] . Of these, at least five are associated with CHD: diabetes, hypertension, obesity, physical inactivity and smoking. Some studies also reported that hypercholesterolemia may increase the risk for LOAD [119, 120] .
One hypothesis for the vascular component of LOAD involves the BBB integrity, which has been reported to be compromised during cognitive decline. Interestingly, animal studies suggest that ApoE plays a role on vascular integrity and that a lack of ApoE leads to BBB breakdown via a cyclophilin A related proinflammatory pathway in the pericytes [121] . Furthermore, this pathway also appears to explain why APOE4 mice have higher BBB permeability than APOE3 mice [121] . In humans, old APOE4 carriers also have elevated markers of BBB impairment when compared to young APOE4 carriers or age matched non-carriers [122] .
Hence, these findings suggest that the link between cognitive decline and vascular pathology is present and that APOE genotype may contribute to this association.
Does Fatty Acid Metabolism Disruption Contributes to Higher Risk of Cognitive Decline and CHD in APOE4 Carriers?
Over the last four years, our research group search to better understand the disturbed fatty acid metabolism in APOE4 carriers and whether this could contribute to higher risk of cognitive decline.
In humans, plasma DHA levels were not consistent among the studies stratifying by APOE allele. There are different reasons explaining this discrepancy. First, the lipid class in which dosages are performed is not uniform; sometimes DHA was dosed in total lipids, phospholipids or red blood cells. In the first study reporting a gene-by-diet interaction, we have shown that it was specific to triglycerides and free fatty acid classes supporting that this interaction is probably specific to lipid classes [95] . Since there is a lack of reference range for individual fatty acids, it is not currently possible to establish whether there are disease-associated risks of DHA deficiency in the blood. Moreover, there are other factors affecting the range of DHA levels in the blood such as aging [69, 123, 124] and potentially body mass index [97] . Our results with APOE4 mice are similar to what we reported in humans and support that APOE4-modification in DHA homeostasis could alter proteins levels involved in the handling of fatty acids. These changes are summarized in Figure 1 . Figure 1 . Working hypothesis for explaining how disrupt docosahexaenoic acid (DHA) kinetics in apolipoprotein E epsilon 4 (APOE4) carriers could be involved in the risk of cognitive decline and coronary heart disease. Blood DHA level reflects the balance between the uptake and release of fatty acids from organs, such as the liver and the adipose tissue. In humans and animals carrying an APOE4 allele, blood DHA was sometimes higher and some other times lower compared to the non-carriers. In mice knock-in for human APOE4 allele, adipose tissue and liver fatty acid transport protein (FATP) were unregulated compared to APOE3 mice. Hence, we would anticipate higher levels of DHA in adipose tissue and liver but it was the opposite, displaying lower levels of DHA in both tissues. In the liver, fatty acid binding protein (FABP) together with carnitine palmitoyl transferase 1 (CPT1) were unregulated in APOE4 mice compared to APOE3 mice. Hence, this shows higher capacity for β-oxidation of fatty acids in APOE4 carriers compared to the non-carriers. Brain DHA uptake was also lower in 4-month-and 13-month-old APOE4 mice compared to APOE2 mice and lower levels of DHA in the brain membranes were reported in 13-month-old APOE4 mice only [112] . In humans, it seems that postprandial DHA was lower in APOE4 carriers compared to the non-carriers. Hence, the gut-to-brain connection may play an important role in the delivery of LC omega-3 in APOE4 carriers for better brain and heart health.
Our thoughts are now oriented towards studying whether fatty acid selection for peroxisomal and/or mitochondrial β-oxidation could be involved in the link between DHA homeostasis and risk of cognitive decline and CHD. Peroxisomes are involved in reactive oxygen species generation and removal together with the first step of β-oxidation of long chain fatty acids such as DHA. One recent study showed that peroxisome may be a first line of defence in support to mitochondria and this is potentially throughout fatty acyl β-oxidation, likely providing mitochondria with acetyl-CoA and shortened acyl-CoA [125] . Using an inhibitor of peroxisomal β-oxidation, it was shown that very long chain fatty acids accumulated in the brain together with higher accumulation of β-amyloid, a protein accumulating in the aging brain, particularly in those suffering from LOAD [126] . In humans, there are evidences that some of the enzymes involved in liver fatty acid β-oxidation are deregulated in patients with LOAD [127] and CPT1 activity seems to be lower in the brain [128] . With regards to the heart, fatty acid β-oxidation provides energy for myocyte survival and also regulates cardiac TG homeostasis by preventing TG accumulation [129] . Myocardial total CPT appears to be deficient in patients with CHD [130] thereby impairing β-oxidation. Whether this could lead to disturbed LC omega-3 in the heart remains to be established. Additionally, the role of APOE genotype on cardiac and brain fatty acid β-oxidation needs to be investigated.
Altogether, these results suggest that β-oxidation potentially plays a more crucial role than expected in the process of LOAD and CHD and this needs further investigations in humans and animals. Other questions important to be answered are why the presence of APOE4 is associated with a loss of BBB integrity during aging and whether this could also contribute to disrupt DHA homeostasis. A novel transporter named major facilitator super family domain containing 2a (Mfsd2a) has recently been reported to play a crucial role in BBB formation [131] and a deletion of this transporter in mice (Mfsd2a −/− ) resulted in BBB leakage with no alteration of the BBB vascular network [131] . Interestingly, the brain of the Mfsd2a −/− mice was also deficient in DHA [132] . Moreover, by performing brain transport assay with carbon 14 lysophosphatidylcholine (LPC) DHA and oleic acid, the authors showed that Mfsd2a is crucial in the transport of these fatty acids in the LPC form and seems to be an important route by which DHA enters the brain [132] . This suggests a dual role of Mfsd2a for BBB function and brain DHA uptake [133, 134] and provide a better understanding of brain DHA homeostasis. Whether APOE genotype plays a role on the function of this transporter remains to be evaluated.
Conclusions
In this paper, we highlighted that people carrying at least one allele of APOE4 seems to have a deregulated fatty acid metabolism with emphasis on disrupted DHA homeostasis. To date, it is not clear how this could play a role in the risk of developing LOAD and/or CHD but it could involve the following processes.
1. Shift in fatty acid selection for β-oxidation where DHA becomes highly β-oxidized in APOE4 carriers whereas in the non-carriers, DHA is highly conserved. 2. In APOE4 carriers, brain uptake of DHA seems lower resulting in lower brain membrane DHA over time. This could play a role in neurotransmission and expression of genes and proteins involved in brain health but this needs further investigation. 3. APOE4 carriers respond differently than non-carriers to dietary interventions involving lipids such that modulating lipoprotein levels may include managing fatty acid circulating in the blood. Providing higher doses of LC omega-3 to this population could be necessary to obtain a similar response compared to the non-carriers supplemented with lower doses of LC omega-3.
